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Abstract of CN 1382682 

A novel compound 2-(alpha-hydroxypentyl) benzoate, its preparing process, the medicinal composition 
using the said compound as active component and the application of said compound in preventing and 
treating cardioischemia, cerbroischemia, and cardiac or cerebral arterial embolism are disclosed. 



Data supplied from the esp@cenet database - Worldwide 



http://v3.espacenet.com/textdoc?DB=EPODOC&IDX=CN1382682&F=0 



12/8/2006 



CmC 65/03 

acne SMX) A5ik 31/19 



ti2] mm^Mmm 

[21] ^Wf^ 01109795.7 



A61F 9/10 



[11]&3F« CN13826S2A 



[22] 4MB 2001.4.26 [21]«fl|-^ 01109795.7 
Kitt 100050 4KiKTtSBgtK^fe&S#--# 

[72]3t>i9A laiHr^ £glS& 41^^ 1^ ^ 



;g{^:^^3 M ii^SI^ 16 K o K 



I 

oo 



01109795. 7 



1 ~^$n3ll5t I fi^J'HS-^i^: 



OH 



L 




coo 



CH2CH2CH2CH2 



M 



n 



(1) 



8. ^pi5i^ij^^ 1 mm,^ (I) f^f* M ^ -i/^^M^m-^tlfi<Jf 
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4x >fu 2? * ^fs m2/m 



^ifc^;5^;^5^lJ:/hM4'J5, iPA^tfl^i^;^?S6<J pH {tM 6. 0-2. 0, :S-20*C~20 
•C> 'f^f;i^:SO 20-Ce<J?ag^#T, ^^2- (a-^gjj?;^) ^^^^fe^^a 

(2) f«]±3iM#^¥^:^^4^iPA^aJi^R^^J. ^-20 - o-C^#T, 

m2-ca -^^jdt^) ^^m, n^m^ 2- < a -^sjds^) mwm 

C4) ^-lO^O-Ca^i^jg^^T, iRli^il (2) 4'^#'^18^;^ 2- (a -MS 

(5) ^-io~o°c6^jia;g^#T, (2) ^mn^m^ 2- ca-^: 
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*J I! * JB3/3JII 



i2.M^?^ji7^P^I5^'C^. M^^ifiL^^^, M^Ji^Pl^. e5c#M^#51^6<l 
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m =^ 



2- ( a -^mizm:> ^^m^&^M^^mjk 

tlttttJfilttM^s^^^Jl— ^t-i^^^itJ (12~18/:?5'), ntl^-^ (6-12/ 

alio S±ttt:^BA+¥'f-^tX^, u^^^u^tmi^^. 
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^ m 352/16jK 



1. iSiS: (I) 4^ M ^-ifr^Mi^^ fitJ^^HJil:-^^ 2- ( a -^SjX 

0.5-6 />Ht. spBrfij#m^ (I) 4^ M 

¥mwi (#)^ z^m^ (#) #0 

2. il^ (I) 4* M ^ 2- ( a -i^^/j?; 




(I) 
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m ms/mi 



6.0-2.0. :&-20*C~20*Cs ifcaS^-20-C~0'CfltJia;g^#T, ;^ 2- ( a - 

(2) #±-^^/^i^^^^J^^, |nJ^4^iflAWati^^?flJ, ^E-20 

^^ffi-20'c-io-c6<jM£l^#T^^^. i«;ife6<jM£i[^#^-20~o-c:t 

(3) ^-10~0°C&tlMfl^#T, lRl±i^Mff^yg4^ipA^^^2-( a 
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iJi 'la =t? ?fii4/16jS 



(4) :S-10~0-CMM;S^^#T, (2) 2- (a- 

(5) ^E-10~0-C6<]^S^#T, fRJi^^ (2) ^Bff^-^iJI^2- (a- 

Rmit^^2- (a--f5aj[Xg) m^m^n^m^. 
mit^}M&^um&pi^-2o-+2o'ct.m; mf-mmnm. 2- ca-nmi^ 

x.-^±m^m=-ift%^w^u^Uitm> mmm^ mtm^ mmm> u 

^BllilJ^7X, ^L0-7X^ MSM-7X^ :^^^-7Xm'^^4'61]'fi- 
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Til m =\i m5/16j)i 



8.5g(0.045mol)^^il S-lETS^^^tl^t-l-OHD-S^^^ 20ml ^ 
04^, jjqA 10ml^W2.6g(0.046mol)KOH6^¥SI«. ^^mUt^TliU 
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i3i m -IS m6/16'jJl 



0fmS.^?S|-^^£^B^B. 10.07g, 

J*^^ 91.50%. 

[Hi 1 4^ ^ . TLc ^ipiijcmjf ^nj^^^: ^83=10: 1), mm^^^' 

73.56%o 

«i'Xlk}^^5tM0-C^;=&o ffi IN &m^^tMPH2. 0-3.0, ^g^ZlSI'^jI 

m 1.78g(7.7mmol)^^Jg 2-(a-ISSJ!XS)*¥^^5k^? 10ml 7X 
4^, gJ?Kjtk^^4';^S0-C^:&, ffi IN ikMm<-fcMPH2. 0-3.0, ffi^^Z^KI 

y-^m^^o [^]^i^^t^i^A^#w o.43g(7.7ininoi)Mft'f-b#w lOmi 

^&ia#1.3g, 7==^ 68. 42%. 
mp 151-152'C 
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ift m 4s m7/im 



IR (KBr) 

3198 cm~'(voH), 2933 cm~'(»/cH j),l577,156l(vcoo) 
*H-NMR(300MHz,DMSO) 6 (ppm) 

7.65((ld, /=6.3Hz, 2.7Hz, IH). 7.17-7.05(m, 3H), 4.32(t, IH), 3.40(s, 
IH), 1.8.0- 1.55(in, 2H), 1.38-1.04(m, 4H), 0.81(t, 3H) 
TG-M-irl-^ C12H15O3K (FW246.35) 

C(%) H(%) K(%) 

Mi^iM. 58.51 6.14 15.87 

i'JS-fS 58.24 6.01 15.84 



MS CEO m/z 133(50. 




m 4.6g(0.024moi)j'^i| 3-lETS^^^'^lt-l-(3H)-gM?#^ 20ml ¥ 
m^, iuA lOml 0.86g (0.022mol) NaOH 6<J7X^?S» ^W\MP^Tin 

65.91%. 

6: mj^ 2-(a-5SgiiXS)^¥^^^fe:&«j^'j# 

# 7.6g(0.04mol)y|^S^ 3-iET^:^^^(*f^-l-(3H)-i^^^ 20ml ¥^ 
4^, nK^%m^m^-^mmm.iO-92%. 0.04mol, NaOH)20ml. ^ir 
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iJi m ^ ms/iess. 



ffl^7X^^<^m^7K. m&^=f^, 6.4g, 

69.56%, 

m 1.0g(0.004mol)m5l 2-(a-jf2Si£^)^¥^#ik^T 10ml , 

w^^^m^'^mo'c&'^o m iNife^^ikSpH2. 0—3.0, my^z^m-^m 
20ml, Sj^ygi^M^i. z ^mmm^mm'^mmmM:. ^mwix^mmo 

n 2.4g(0.01mol)?'^M 2-(a-^&J^m)^^mW^m'J' 20ml 7X4^, S 

ftK^i#4^i^M o-c^;&, ffi in ^mmitM PH3. o~4. o, mn-Z^M'^SM^ 

ISi(3X20ral). '^^Z.^^S, jSMTiPA^W 0.39g(0.Glniol)M«.'(^^rt 

;^;-^iP-iR]^56i?ij 5, m—B-^M^'-^mw i.2g. 53.48%o 

IR (^^) 

3398 cm~'(voH), 2969 cm~'(vcH3), 1558, 1394 cm~'(vcoo) 

'H-NMR (300MHz,DMSO) 6 (ppm) 
7.70(dd, J=6.9Hz, 1.8Hz, IH), 7.17-7.07(m, 3H). 4.39(t, IH), 
I.65-1.48(m,2H),1.39-I.10(m. 4H), 0.83(t, 3H) 

m 1.2g(0.006mol)milS (3H) 15ml 

^ , ifl A 0.26g (0.006mol) LiOH HjO, ^^WMt^T 1m=^^^ 2 
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iJi n>9 ^ m9/i6j5i" 



mp 134-136'C 
IR (KBr) 

3323 cm''(voH). 2931 cm''( Vchj). 1604, 1414 cm''( Vcoo) 
'H-NMR (300MHz, DMSO) 8 (ppm) 

7.66(dd, IH), 7.17-7.16(m, 3H). 4.32(t, IH), 1.78-1.54(m, 2H), 1 .27- 1 .02(m, 

4H), 0.84(t, 3H) 

Ttm^J&f CzH.jOjLi (FW214.19) 

C(%) H(%) Li(%) 

m\^ik 67.29 7.06 3.24 

m^ii. 6134 6.87 3.26 

m 1.4g(7.1mmol)^gM3-iET^^^^f^t^-l-(3H)-ll^^^ 15ml 
^ , A 20mi 0.28g (7.0mmol) NaOH ^7KM^. ^tf^#TiP^ 
lEl iifL 2 /> , TLCltilJ(^JF^J^^*^'- rai0 = lO: 1). mMHM^. * 
1ti!lSlJii^i4o m 0.4g ^'f^#5(4.5mmol)?t^ 40inl 7X4^ . J^*nA±3i^iS 

y^4>, :S 60*C7X^§^>&J^2/hB^, M IN 5k^ii1?l£ PH7 ^e;&, jiliio 

^jgy^MJEi^i^M 10ml, BntFft±ifife©#. #S 30 :^#fBailt. ^^1^:^ 

l.OSg, J^^ 33.23%, 

^:ffi^'Jll: mM2-(a-P5SJ[£S)^¥^f!j|fcS<)^'J^ 

l.lg(5.8ramol)miS 3-iET^:^^^P^ni-l-(3H)-M^^ 20ml 5c7K 
2.814' , ifPA lOml 0.39g (9.8nimol) NaOH ^jKM^M, ^^UWT 

PH5.o~6.o, #jjpz:.^ 20ini '(^lidiifi^ fftjaTinA 
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m ={i mio/ieig 



t^mWO-eSg, 24.73%. 

# 0.12g(0.002mol)CaCl2^^ 20inl 7X4^. AP^iM 60°C:£;&, ^-^W 
0.5g(0.p01mol)mSS 2-(a-|5^jd<;^)^¥^WIkfl<l7X^?S 10ml iuA, >t 

m o.2ig i^feH-^, ii|ySMJ5?^^§iSBffi^^7m^;5MT. o.isg 

^it0.36g, ;-*=^ 78.02%. 

i^mmmio, 11, i2ff#sfe@#^j^t/m5i2-(a-^^£Bi^) ^ 

KSL trj rm. o 

mt^^^ mp252°Cli;l±:J^jii?, 
IR CKBr) 

3323 cni~'(voH), 2931 cm''(vcH3) 1604, 1401 cm"'(vcoo) 

^H-NMR (300MHz,DMSO) 5 (ppm) 
7.56(d, IH), 7.24-7.05(m, 3H), 4.55(t, IH), 1.71-1.52(m. 2H), 1.26-1.04(m, 
4H), 0.80(t, 3H) 

Ttm^^ Cz^HjoOfiCa (FW454.57) 

CC%) H(%) Ca(%) 

mi^iM. 63.41 6.65 8.82 

mi'MiM. 63.20 6.61 9.02 

m 1.4g(7.1mmol)vii^3-iETS:^^^n^ni-l-(3H)-P^^ 15ml 
4" , iPA 20ml 0.28g (7.0mmol) NaOH 6<]7jC^^, ^^^P^Tlia^ 

IIjm2/hBt, TLC:!ti!i!'J(M?fM5vftM: ^@i=iO: i), mMHR^, * 

Iti'Ji'Jil^^o ai)Jc±kv#4'i^Mo'CS;er. ffi in ^k^m-OiM ph3. 0-4. o, 

m nz^m^^^^ o x 20mi) o^^z^m-^.^^yK Na^so^ ascM) . 

vLn, jJPA^j^ 0.9ml(8. 24mmol). m^^ni^^^^3:xL^> mS.^ 
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in. m t&iuim 



m^nn^^mm. m^-i&im-z^m^^nmt^^m^ i.07g, mz^mz. 

Bga^H^^e^^fH 0. 61g, 7^* 26.28%, 
^^$^}it^^^ mp 86-88 °C 

IR (KBr) 3396 cin"'(M,H), 2927 cin"'(br, , 1637 cin"'(j/coo) 1515 

cm"' ( vc^c) 

'HNMR (300MHz, DMSG) 6 (ppm) 

7. 65-7. 13 (in, 9H. ), 4. 67 (t, IH, CH), 3. 95(d, 2H, CHO, 

1.58-1. 66 (m, 2H, CH2), 1. 14-1. 34 (m, 4H. CH2CH2). 0. 82 (t. 3H. CH3) 

TC^^W C19H25NO3 (FW315.41) 

C(%) H(%) N(%) 

MfkiM. 72.35 7.99 4.44 

MjJi<^ 72.32 7.98 4.76 

O 

MS (El) m/z 133(50. 



^mm 14: mmm.^mm^\^:^m 





^ * (mg/>i-) 




200 




50 




35 


mmmm 


0.5 




1 




5 



^vsts^^s ^mm.m> mmmm. m^m^mmm 
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^ nj .-{S ^12/1631 









200 




20-50 




3-4 


1 


0.5-1 





^ ft 




50-100 mg/M 








5~50inl 



m.mm.m.vc^m ph 9.5(TiMma rti^i^ 8.5 - 9.5 











lOOmg/M 




3SI 





CO ^si^jvJI^^;^'?* 
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iJi m -1? a5l3/J6K 



m-\iWistaT^ll, -(4^® 250~280g; V^iS2- C a 
(Potassium 2-(l-hydroxypentyl)-benzoate, dl-PHPB) , ^^^7K 

;^04'^a*pfi^:^ (MCAO): ^^m7K^n.m (350mg/kg, ip) 

^^J-^^: ( 1 ) ^'^^ ^^ifiLlu 30min dl-PHPB 200rag/kg R 
HCl (pH=1.6) 0. 5ml (3t^-^AP?S^ai^6t3mJf:^); ( 2 ) ^ 
lf]Lm 30mm MW^^M/K 2.0 ml/HRHCl (PH=1.6) 0. Sml, 

A'i, MCAO istf^^if:^^: n&miACAO^±U. n^m^J^ 2. 24 

t^^i^Mmm^Hm±i 

W>^J 3 iJ^o 

TTc m^mAmmmmm-. :kWL-m mcao 24 4^^. wj^m^m, 

'Ji^mM:T-m^^^mik7K^ (0-4-0. lOminje. 1^*11^^. 4^mR 

m~7i^m^xmu; n^n^mA-m^i^Li mmji^m^m^is^m 

^^mo m)^J&m'Js^m)iM^ 5ml -^W TTC ( 4%) 0. 5inl R K2HPO4 (IM) 
0. 1ml myKmM'P, 3TC^m SOmln, ^fHj^fPi 7-8 min M^ — 

(2) ^M^m 
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iii m =\i ?fsi4/i6ia- 



ffe^ 1 pm^Mm.muMm^^ 19.83+3. 53%, Mm^m^Mmm 

26.99 + 3.51%. mm^&M, ~#WM^l!iM:^. 

m. 1: 



MmS. Vehicle 


* :t B>9 ifc-^ tl(200mg/kg) 


30.50% 


26.01% 


27.08% 


20.24% 


27.92% 


1 8.24% 


30.64% 


22.74% 


24.87% 


16.84% 


27.44% 


15.93% 


20.46% 


1 8.79% 


X + SD 26. 99±3. 51% 


X+SD 19. 83±3. 53%" 



*P<0.05, **P<0.01, *"P<0.001 vs vehicle group.n=7 
(3) ^ife: mM2- (a-^Sj[£S) ^^mW^ (dl-PHPB) nTB^M 



(1) it'll Wistar #a260'~280g; 

(2) m^u: mm2- (ci-^siB;^) ^^m^^ cdi-PHPB); 

(3) iX^: iky]^^MMiX (PAT-4A M MEGURO-KU TOKYO JAPAN); 
C4) ^i^^^l: (a) ]^Jia. mr 30 min ^ 400ing/kg ^^7X^ 

li; Cb) Mlium 30min ^ 400mg/kg dl-PHPB (c) J^JfiLflU 60niin 

^40Gmg/kg dl-PHPB ^1; (d) ^l&L|tl 30min 200mg/kg dl-PHPB ^i 

E33 

(dl-PHPB), ^Mf-^^B 20 60 ^^+^5i^«jfiL, ^nm:^ 

^^m^'S iin.y]^^sk^iPRP)m^Myb^lt^(.PPP) , #M Born 

PRP2ooiii. g^ifii/hfe^*i^c±, 37*c®?a5^ltB, ^J^^iJJnA^M 
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itt HJ 45 KSi5/l6j5X 



ADP i^-K^iUm:^ 5i: moi/1, M^^^MMm^uA 5 ^^B^si5L^i-^^m.:k 

(6) ^^^mjAL^2, ^2F;T^{±imSl2- (a-gSj5;S) ^^B. 

if Ik (di-PHPB) ADP^-tfl^iJfiL^hl&^M^f^^. 





n 


jfiL/J^t&^^(%) 




Vehicle 


7 


0.5556 + 0. 0287 




dl-PHPB(30 
#j',400mg/kg) 


7 


0.4483 + 0. 0610" 


19.31 


dl-PHPB(60 
l+,400mg/kg) 


9 


0.4989 + 0.0562* 


10.21 


dl-PHPB(30 
#f,200mg/kg) 


8 


0.5021+0. 0622 


9.62 



*'P<0.01 vs vehicle. *P<0-05, vs vehicle 

(7)^i^: PM^^J'il^2-( a-^5^/£g)^¥m#a(di-PHPB), 



(1) ^tl: i^'li Wistar;>C^. #S 250~300g, m^-^^m.; 

(2) I5p"p: mi5 2- (a-^^S/Xg) ^^MW^ (dl-PHPB); 

I 

itMii^ i^M^^^; mmmm^itp^m^-Pit^T^mr ; cachmu sigma 

(3) iX^: Langendorff ^iJil^S— XD-7100 ^it'C^^S^n. 
iifu, 'Mj&Q-S mi/ min, tIia37 + 0.5'C, M?±J1^1j eOmraHjO, iliC; (D 
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isi m =\i mi6/i6j5 



^^^im-, ®mwi^m lomin, ^iamiES^c^^So (D^/hM*4W-fe^ 

^«J^2- (a-^5SJ[J4^) (dl-PHPB)^PH^ 1.5 6*jif:^4> 

(5) ^^^m: 



^3 V'f^Ji!2- ( a-j^^^J[jtg) ^^^Iflk (dl-PHPB) X^:^ ^^^'ll^fiS 

jfil - # ^ ^± '11^ ^ ^ ^ 6<] ^ ffi 



mm 


~ — 
n 


(min) 


Mm 


•MM 


MM. 




(%) 




(%) 


(%) 


(%) 




12 


22.5 + 9. 5 


100 


8.2±7. 9 


66.7 


33.3 


83.3 


dl-PHPB ( 
10''mol/L) 


6 


23.3±5. 8 


100 


5.0±6. 5 


50 


33.3 


66.7 


dl-PHPB ( 
10"mol/L) 


7 


1.7 + 0. 6"' 


100 


1.1+0. 6" 


0' 


0 


42.9 



-^X'lfiSJl;j=Qtt'P<0.05. "P<0.01, "*P<0.001 



(6) ^i^: 2- (a-^a/S;*) (dl-PHPB)^^^jS^ 
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